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— The MAILING DATE of this communication appears on th cover sheet with the correspondence address ~ 
Period for Reply 


A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a), In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)D Responsive to communication^) filed on . 

2a)D This action is FINAL. 2b)Kl This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O.G. 21 3. 
Disposition of Claims 

4) K Claimfs) 1-5 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim(s) , is/are allowed. 

6) Kl Claim(s) 1^5 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

1 0) D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)n None of: 

1 ■□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 13 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 13 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
Attachment(s) 

1) Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) S Information Disclosure Statement(s) (PTO-1449) Paper No(s) 4/02 . 6) □ Other: 


U.S. Patent and Trademark Office 
PTOL-326 (Rev. 04-01) 


Office Action Summary 


Part of Paper No. 0903 
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DETAILED ACTION 

The preliminary amendment filed March 19, 2002 has been entered. 
Claims 1-5 are pending in the instant application. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine grounded in 
public policy (a policy reflected in the statute) so as to prevent the unjustified or improper timewise 
extension of the "right to exclude" granted by a patent and to prevent possible harassment by multiple 
assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 
F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to overcome 
an actual or provisional rejection based on a nonstatutory double patenting ground provided the 
conflicting application or patent is shown to be commonly owned with this application. See 37 
CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal disclaimer. 
A terminal disclaimer signed by the assignee must fully comply with 37 CFR 3.73(b). 

Claims 1 and 2 are rejected under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over claims 1 and 2, respectively, of U.S. Patent No. 6,323,391. 
Although the conflicting claims are not identical, they are not patentably distinct from each other because 
the instant claims encompass the claims of the patent. The instant claims read on the mouse claimed in 
the patent. 
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Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-5 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, while 
being enabling for a transgenic mouse that expresses a mouse NF-L transgene with a 36 bp c-myc insert 
at the end of the coding region under the control of Tn-10 tet operator sequence, as well as a mouse NF-L 
transgene fused to a nucleic acid sequence encoding a reporter gene, such as green fluorescent protein, 
wherein the mouse exhibits motor neuron degeneration manifested by a presence or progression of 
weakness and paralysis or stunting of growth, and methods of using said mouse, does not reasonably 
provide enablement for a transgenic mouse that expresses any mutant mouse NF-L transgene and 
methods of using such a mouse. 

The specification fails to provide an enabling disclosure for any transgenic mouse of the type 
claimed. The specification teaches only how to use transgenic mice having the desired transgene- 
dependent phenotypic alteration. The mere capability to perform gene transfer in a given species is not 
enabling for the claimed transgenic mice because the desired phenotype cannot be predictably achieved 
simply by introducing a transgene construct of the type recited in the claim. While gene transfer 
techniques are well-developed for a number of species, especially the mouse, methods for achieving the 
desired level of transgene expression in appropriate tissues are less well-established. The introduction of 
DNA into the mammalian genome can ordinarily be achieved most reliably by microinjection or 
retrovirus-mediated gene transfer. However, the state of the art for transgenics is unpredictable because 
the method of gene transfer typically relies on random integration of the transgene construct. Insertional 
inactivation of endogenous genes and position effects (see Wall, 1996, p. 61, paragraph 3) can 
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dramatically influence the phenotype of the resultant transgenic mouse. Integration of the transgene near 
highly active genes or, alternatively, in a transcriptionally inactive region, can influence its level of 
expression. Furthermore, expression of the transgene and the effect of transgene expression on the 
phenotype of the transgenic mouse depends on the particular gene construct used, to an unpredictable 
extent. The particular genetic elements required for appropriate expression varies from species to species. 
Thus, constructs that use heterologous genetic elements will not always confer the desired phenotype in a 
mouse. Wall (1996) reports that our lack of understanding of essential genetic control elements makes it 
difficult to design transgenes with predictable behavior (p. 61, paragraph 3). This is especially relevant 
for the use of genetic elements from species in which genetic studies are less advanced than in the mouse. 
Thus, the species-specific requirements for transgene design introduces an additional level of 
unpredictability associated with the development of transgenic mice. Even differences in the genetic 
background of transgenic mice can have an unpredictable effect on phenotype (Sigmund, 2000). 
Doetschman (1999) points out "[°] ne often hears the comment that genetically engineered mice, 
especially knockout mice, are not useful because they frequently do, not yield the expected phenotype, or 
they don't seem to have any phenotype. These expectations are often based on years of work, and in 
some instances, thousands of publications of mostly in vitro studies" (page 137, column 1, paragraph 1). 
In the absence of specific guidance, the production of a transgene-dependent phenotypic alteration 
resulting from the introduction of a nucleic acid construct as recited in the claim, is unpredictable. The 
phenotype depends on the particular transgene construct used, to an unpredictable extent. In the absence 
of specific guidance, one skilled in the art would not know how to use a transgenic mouse that does not 
exhibit the specific transgene-dependent phenotype disclosed in the instant specification, without undue 
experimentation. In view of the limited guidance in the specification, the limited working examples 
directed to transgenic mice having a specific phenotype, and the unpredictability in the art, one skilled in 
the art would have been required to engage in undue experimentation in order to make and use the full 
scope of the claimed transgenic mice. 
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Conclusion 


No claim is allowable. 


Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Anne-Marie Falk whose telephone number is (703) 306-9155. The examiner can normally 
be reached Monday through Thursday and alternate Fridays from 10:00 AM to 7:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Deborah Reynolds, can be reached on (703) 305-4051. The fax phone number for the organization where 
this application or proceeding is assigned is (703) 872-9306. 

Questions of formal matters can be directed to the patent analyst, Kay Pinkney, whose telephone 
number is (703) 305-3553. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to the receptionist whose telephone number is (703) 308-0196. 

Anne-Marie Falk, Ph.D. 



